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Partial ALDH inhibition to facilitate controlled
drinking rather than abstinence has already been
tried and it works
Colin Brewera,1,2

Following animal studies, Guillot et al. (1) suggest that
partial inhibition of aldehyde dehydrogenase (ALDH)
might prove useful in alcoholism treatment aimed at
moderating drinking, rather than preventing it, but
their paper does not recognize that this approach
has already been shown to be effective in humans.
Apart from the well-documented reduction of alcohol-
ism in Japanese who are heterozygotic for “inefficient”
ALDH and its almost complete absence in homozy-
gotes (2, 3), partial ALDH inhibition was deliberately
induced with individually tailored doses of cyanamide
to reduce excessive drinking nearly 60 y ago (4, 5). The
technique translates as “temperance therapy.”

A better-documented variant of this approach is the
intermittent use of disulfiram (with or without third-party
supervision) to protect patients against temptation for

short periods in high-risk situations while allowing them
to drink normally at other times (6, 7). The real possi-
bility of gene therapy for alcoholism that simulates the
effects of “inefficient” ALDH homozygosity, or of disul-
firam, already demonstrated in alcohol-preferring rats
(8), might also include varying degrees of ALDH inhibi-
tion that could facilitate controlled drinking as well
as abstinence.

However, for the many alcoholic patients for whom
lasting moderation has repeatedly proved unachiev-
able, supervised disulfiram is more effective than any
other current medication and can be easily combined
with network or family therapies. It is also the medica-
tion of choice when one more alcoholic episode in
the next few months means a high risk of losing job,
spouse, home, liberty, or liver.
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